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-^t€Sth- liS-PM^l- -frJL^-°5. ^ p-^«-M *\ ^1{P-GLYC0PR0TEIN 
INHIBITOR COMPRISING OCTILONIUM BROMIDE AS AN EFFECTIVE INGREDIENT} 

£ 1-& Bristol-Myers Squibb Taxol®^- ^r^Hl ^-^S.^- M.^u|-o]c^ 
A r-g-«H 3^3. il^ ^ n cflA^^-o) EL ISA 

- • - ; Bristol-Myers Squibb 4°} Taxol??(Sr#el^--€ 1 mg)^- Jf-^tr 

- O - ; ^S-ir w^>ol^l- 2 mg^r ^f-^rJl 30 ^ Bristol-Myers 
Squibb Taxol??(sj-I-El!Ha l mg)^- 3^3. ^% ^ , 

- A - ; Bristol-Myers Squibb Taxol??^- ^^^Vtr 5" (^-M^-i 10 

A >-§-*>^ 3^3. ^ 1^ ^M^M ^ ^ rflA>A>- EL ISA 

- • - ; JE^r^l^ -Ml 1 mg)» 3^3. ^, 

- O - ; 4^3^- ^4°|Hf 2 mg# ^M*Kn. 30 & ^ H£]^f^ 
-Ml (Sr-M^HS 1 mg)» ^3 ^. 
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*H 3^3. ^o}$ ^ 9? ^ tfl*KM-3 EL ISA ^ ^.S 3U= 

- • - ; -H-^-B-^ (sJ-#3f§Hfi i mg)^r ^3 ^<*|1& 5-, 

- O - ; -%fJ3.^- w.3.i»>°lH.» 2 mg^- ^S^n. 30 £ ^ -H-^-g-^ (3*r# 
1 mg)# 3^3. Jf-o^ ^. 

^ ^B}*H ^Ajojj ^^p-S. f*]^ ^ 1? ^-#51^"^ ^ ZL cflA>A>^-o| 

EL ISA ziHfl^olc}.. 

- • - : -n-^-§-°-^ (3}-#Bl^M 1 mg)^- ^, 

- O - ; -£M3-g-^ (^-#e]^-€ l mg)^ ^s.^ jh^H^I- 0.5 mg^ • 

- A - ; -fMJ-g-q (^Ht^^M 1 mg )4 «.S.p>o1=s. 2 mg ^- £.a]6|| 3 

# £J@ (everted sac)^: <*l-g-*H M 6 !) 4H*€ 123# 
□ J 10 /zg/ml ^2E£] ^.rfcl 123* #^-<L5. €f, 
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■ ; 10 /ag/ml ^JE^ 123*4 200 /zg/ml ^S.^ ^5.^ HS^M 2= » ^ 

3^ # ^ (everted sac)# ol-g-^H ^vflojl *^ o_ 
□ ; 50 /zg/ml ^S.^ ^±.^*]X\-£ ^o.s. ^Mtl- ^ 

■ ; 50 //g/ml s.^w]A]jif 200 //g/ml ^JE.^ H^oIhi ^] 
WIS. 

-£ 7^- -n-H.H}3l RS 100^- °l-g-^ <2]sj3^^ *HS^ ^3.^ 3±3.* r 6 lS.^ ^ 

- • - ; -fr^B^ RS 100^ 10 % tr-rrt!: ^.2^ 4^, 

- O - ; RS 100-i- 20 % f-B-^b 0.3. £)s].2^ 4^ 

- • - ; -fri^BBl NE 30 D# 10 % thfi-t!: 

- O - ; -fKE.tq-3! ne 30 D» 20 % tHrtb 2^ ^^a^^- 4^ 

£ 9^r -fl-JE^ RS 1005]- ^-zj- rfs. f-^o] HPMC« <>")-§- t!r 2-$ °. 

- • - ; HPMC* ^7\s, 10 % %^ 3b.*%°.s. s\*\3LT%% *HJ-$ 4U. 
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- O - ; HPMC* ^7}3_ 20 % ^-frtr 2^A5. ^5i)s^^- a^J-^ 3 j.^ > 

- A - ; HPMC» ^7>S. 30 % ^-{ftr ^o_ s s)-^, 

- A - ; HPMC» ^7>S. 40 % f-H-^r i^S^tr *\#% 4^, 

- ■ - ; HPMC» ^7>S 50 % ^-fi-tr 2^o_3. ^ii^^r *]»^ , 

^ ^-^S^- *iS*H^(octylonium bromide, ^S^-)^ 

ifl4^oi4. ^3.^ *LjLv}o)]=l^ 34^1^0.5. <ytr #°1^r 
<H ^3 M-bHH ^ tj^# s^*H 4^ tfl^^^l ^ 24 

°>**, ^2, ^ WS'S ^ 

IS^ w.3J»><>lE.te .2.^5}^ w.3.p r 0 l2. (otilinium bromide) SEtt «.Sn>o] 
— (oti Ionium bromide Ir^cf. 

tr^ p-^^^ (p-glycoprotein, Pgp)£r ^^H^-j^l*} (multidrug 

resistance gene; MDR gene) ^>t 0 loi, 4^^] ^fl^H z}-^ s.^^-^o] tfl^. 

#<H3.*I ^JSE^- * r ^Kr ^-§-1- tr^f. p-^^^^8- 2^ ^ *ch^l 

^4 ^ ^JMM *^r€ 4^ sq^-s £«£*H iflJixflfe p-^ 
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TS^lcf. o]s^ p-^^^^ (blood-brain barrier, BBB)2f #3 ^^li<H]£ 

5£*r $°-3- <£s^ ^cf. nJ-aH. ^oj-afl tfl^ ^-^71 £ ^ 
^SMI ¥ <^ 7H ^t}-^ 5-44. 7^ S ^f-^^H # *1HH ^S^-S- 

^^^1^1 tifl^^ (verapamil), ^3)1^ (nifedipine), ^2.^ z^*H (calmoduline 
antagonist) 1 ?! S.^l-^S.Bflef^l (trifluoroperazine), ^r^ 0 ^ (alcaloid)^l to 
^— ^ (vincristine), ^1-^^ (vinblastine), Afc]-^^^ A 

(cyclosporine k)*§-°) <£b^ °] ^l^i, wM^^r Jf-^nfl ^^s. 

^3^, J^-g-o] uj-Bf^- ^ toel^H4 «llr^^ 

«W 7 >x| ^ ^-3j-§-oi q-El-y. ^ p-^^ *i*MlsL 7f# a>-§-£) 

SDZ PSC833<>1 7fl^r£l^Jl (Norvatis), ^s^^^ -fr^ 

*r°l^-(octylonium bromide)* A>-g-^ ^jz}., p-^^-^^o^] ^g^^oj 7^>5]^ a} 
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5] 7\7] °}^r3\. ig-g- ^ A], of-oj ^ ^ *^^-o] ^7.-^1 ^7>^ ll^ 
« ^- ^oflAi *^ 7 }-^5. A]~g-^ ^3.^- 

n >°lS.fe ^ *ll 5,968,972 JloJH A}-§-^ ^r^7"MH a]--§-aJ-o] ja 0 ) ^ 

^. 3^ S*V, ^ a], of 5 % n> ^AjO.S. ^=)JL 95 % o]Aj- 

^ ^^M^l Aj^)ol-g-^ ^oj ^ o ijli ^J. 7 | o}.!-^ 95 % Hfl^ 

<H Sl*H ^S}^ OJ C J. i SEt j. j £ ^oflA^ ^^^7>^o] MID]- 

[ig-^o] o]=jia> 71^^ 3f^)l] 

*i ^Sflifl ol-g.^- £ ^7H^m ^H^TT ti S p>o}- «q Al^.^ 
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p-^#«-M ^^jS^o] -H-Jla^oi ^s.^- «S.p>o1^ 7fl 
-t-»1» 7]^o.S. Kg ^ ^= 0.01 mg ^ 1 g^- ^-^^ nfl p-^^ 

^-§- 5Hr4. ^5-^ tiL^>ol = o^ ^o^o] 0.01 mg ol^j-o]^ p-^^^ 

J-3j-7> 7^ &JLt^ 1 g o)^o)t£ ^##ofl 7 > uj-^ ^ o^cf. 

SE^-, p-^tf^ ^^711^1^ -?KiL^<?l ja^M^^r x\x£ 

o^cf. o]<4 ^ *0^, X\EL7\ 3.7)2) 4^ ^L, Sl 

t 1 ^vfl 5E^r p-^^^ ^a^o] 
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-^HS-TS- *S-*}°]ILS}- tg-g-^-c^ ^-g-o] ^7}S\±r ^S.^ ^± 

-f-HlAj (Doxorubicin), Sic^Al (Daunorubicin) , (Vinblastine), €3L5| 

^ (Vincristine), ^i^H^l D (Actinomycin D), ^#ej^"fi (Paclitaxel), 
5LA>o]= (Teniposide), <H]33£a>o1.e. (Etoposide) , ^ ^ *)1 *ll Ar°l#3£i3E3) A 
(Cyclosporin A), FK506, 3-*]^ ^lS^l^l Stif^Ej-fl (Lovastat in) , ^e)-*] *ll Si 
Bl^ncfo] (Terfendaine), ^3°1je.*1 o^ £ a e |s (AldosteroneO, «H 
(Hydrocortisone), 3LEl# (Cortisol), .27] 3^3] -g- (Corticosterone), ^A>nfli=J-^ 
(Dexamethasone) , Ssj- 1 ?! ^^1^1 (Domperidone) , HIV = 331 ^l*^ 

^•S^mala (Amprenavir), ^cfq-ule (Indinavir), ^q-wla (Nelf inavir) , 
w]s ( Ritonavir), a^i^s. (Saquinavir), Aj^o] t^aI (Digoxin), 
(Quinidine), ^3^*1 *fl Q ^r^M)B.^ (Ondansetron), *|Ar*flo] 3.3*1 eH^- 
(Loperamide), ^^-^3^11^1 (Colchicine), D-'M*?] ^ 5} ^3*H -i! 

(Erythromycin), ^§^1^1 ©1*0 = 1^ (Ivermectin), ^*13*11©1 (Rifampin) 

^-§-^©1 34^1 123 ^©1 o^rf. 

#7] ^3^- 33*}-©lJ=±r x+-§-^ ^r## 7>^ A]^ -fM33^#4| Jg.og^ ^ 
Hi* A] #71 ^#o] Jitj- cj ^ sat)., o] ixfl , A>7l -B-Ajs 

Aj-i-g: *V 7^1 ^AJ-^ S.ic^e]>Hlel-ol= ^/5E^ tb 7>*1 ©l^ 7 ]= g/gc fe ^ 

©1^ -H-^m ^ satf. 

°1 n H. S.ic#H^leM = 7ll Sj-"W-8: 1:5.3^ C l0 -C 22 9l SL^B\ 
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#, i^^l, <^#^ SE^ ^-## 71^ A>-g-^^ ^o] ul-^^rf. 

<5i> o]x§ t # 7 ] ^^xi\x\}z)-o)B.g.x] IrSLs^ C 2 -C 2 0^1 H^-M^leM^. 

B^^H1€, Hel^-B^, SBj^SStl, H5j?rS.fi€, H^^VH^, B5l^-5)l«y a} 

<52> #71 ^sj-o]^, A^JELs}- <£^Wj*l 7l#, <H|El.2.# *J £.£.JE. 

<53> #71 7l#O.SAi ^-7)#, M-ff. -i"Sl«-B-, ^«1^1 7l#, ^^7l# 

<54> ^71 7l#O.S.^ 31 ^<£3! A}-g-^ ^ ^ Cf. 

<55> SEtt. ^7l -frS^S.^ $1*13, «W£-^ Tfltg #^*ll, ^<>1^ *^9^1. 

31^ %^*ll ##^4- (bile acid)^ a>-§-^ ^o] ^ . 

<56> ol nfl > # 7 ] oi^^s^i 5L^3|-Hl^#^ (Phosphatidyl Choline) -fK£*f|, 5.^^ 

^ofl^o>^i (phosphatidyl ethanolamine) -R-5.^1, 5£^s|-El ^xfl ^(Phosphatidyl 
serine) -£K£*fl , 3^ 32^7>7l- *13 (polymeric lipid) ^>-§-€ ^ SU^-. 
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^71 *]o)&% ^ ^AH(Poioxamer; Pluronic; ^H^HUM-i- 

^^l^i'S ^M), *fl^ = (Sorbitan esters; Span), #e^Hlli3!# 

ti llKpolyoxyethylene sorbitans; Tween), l^^Hliiffl <*\) 3] s.(polyoxy ehtylene 
ethers; Brij) ^o} A>-g-€ ^ 

(Phosphatidic acid) -fr£*H, i# £3]^} >£3HB. ( so dium dodecyl sulfate; °l*r SDS 

(l,2-dioleyl-3-trimethylammonium propane; °1*> D0TAP o ]Hf ^^Jl*}-), cf°HI^ t} 0 !^- 
^t-fl^oj-S.q-g- #5.5^0]^. (dimethyldioctadecyl ammonium chloride; °]?>} DDABo]2f ^ 
3lt), N-[l-(l > 2-^ol^-s)i^^.Al) = S .^]- N)N)N _ H ejp,]^^- s .u| r g. ^ se }-o]j= 

(N-[l-(l,2-dioleyloxy)propyl]-N,N,N-trimethylammonium chloride; D0TMA°]s}- ^ 

W), l,2-tH#3l°J-3-^ii^S#^ (l,2-dioleyl-3-ethylphosphocholine; °l* r 
DOEPC^ *M)1§-), 3£-[N-[(N .N'-tq-olpll^oVpl^oii^-]^].^^]^^^^. (3p 

-[N-[(N' ,N'-dimethylamino)ethan]carbamoyl]chloresterol; °)-s\- DC-Chol^e}- ^^r) 

#7] ^<a-o.S^ ^-^a> (cholic acid), 9J 31 -fKE*ll , ^^-^5.^ 

- V (Deoxycholic acid), oj ^ -fKE*)l , Sl^#^^r (Lithocholic acid), n 

^\ ^ 3i~ =LS] -B-£^l, ^^#^aV (Chenocholic acid), ^ 9J 2£^r 
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^ SEtb, ^7} <$*\] S^l-ofl ^7H» 5 QMS. ^7>^ AS. ^ 

^A)7]7l °^-ir, #5^, 3L^]S.^^- ^ 7 }^iS |7ff ^ 5£o_ 

^, ^-g^ ^X\7)7] ^1^, *HKr3 -fr^l, *1«<K>£| 

-fr£^] ^4 ^ 7 >1- ^ $irf. 

<62> ^. ^-tg o. ^a] ojHH ^"l^TT H.S.pfo]^ A}-g-^- ^ p-^cftifl^o]] 

<63> <^Al«m 1> 

<64> Taxol®^ ^^^ig 

<65> © ^H 2 -^^ 

<*> Balb/C *K-^ (6-7^*8, <$%m 4*\# ^^V ^UH^l ^, j=l 7 fl^ ^ 

M-¥<H ^ # tfl (gastric sonde )S. ^^-^ ^}$t}. ^=-^-^^0.^ 
Bristol-Myers Squibb 4 s ] Taxol® 167 ^» 0.5 ml^) *<*fl ^M?} (3|-#e)iiHl7l^ 
1 mg^l n^r) o.^ , ^iMf tiipj-ojc 2 mg^- <y<4<3 

*M 200 oil -§-*flAltl ^ 3^3. 30£- ^ ^ Bristol-Myers Squibb a> 

^ Taxol® 167 (d^t 0.5 ml^ ^ &*±X\^ (^^^7}^ 1 mg^H sfl^) 3^=0^]. 

1, 2, 4, 6, 8 Al*NI $H|X] fojiA s^^g J^-g. & 
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h]H^1S^ Bristol-Myers Squibb ^ Taxol<6># Balb/C (6-7^ , ^ 

£W ^^Vtr * 8 ^ #^*V5|cf. Taxol® 0.1 ml 

» 5.9 ml 3 #ofl ^-a>a1^1 :f 0.1 ml* (^^4.?}^: 10 ^g«=fl 4 
?1 Balb/C *HM^ 22^ -f.*H bolus injection *r$!^. ^ 0 .5, 

1, 2, 4,8 fe^H t^n^ ^^«H ^«rSa^. 

© 1^ SrS^-I g ^1 tflAHVl-^ ^ (ELISA nHi) 
^ 4#3^M g ZL rflAVAV^sl ^je^t Hawaii Biotech Anti-taxane 
monoclonal kit (S. 1 !^ 8A10)» A r -§-*H ^^>^r}. 3^-#s)^-^^- CYP2C8^}- CYP3A4^1 

5£i=t. tfi^#^r «1**H SrM^HPl tflAj-AV^-cl 

^fl*}-^ , Anti-taxane monoclonal kit^ taxane ringer 7\^\3L S.€r Efl^RHr ^ 

(Grothaus, G.P. , Bignami , G.S. , 0'Malley, S. , Harada, K.E. , Byrnes, J.B., Waller, 
D.F., Raybould, T.J.G., Mcguire, M.T. and Alvaro, B. , Taxane-specific monoclonal 
antibodies: measurement of taxol, baccatin III, and 'total taxanes' in Taxus 
brevifolia extracts by enzyme immunoassay. J. Nat. Prod. 58, pp. 1003-1014, 1995). 

^ tr-rr (Taxol -protein coating antigen, blue label)^: irisfMH 

(PBS)^-S. 100«fl 3H*H 96-€ #Sfl«>lS^ A € # 100 ^ ^ ^ ^ 1 a]^ 

SHMM-SwrS*}. TBSTS. 4«1 /Hl^tr ^ 1% ± fi^ ^-w.^^. ^-o.^. PBS 
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S 1 a1# ^-o}- ^-s^^-^cf. cfA] TBSTML 4«i ^ ^ 3^1*1 z}- ^ 

# 50 pm ^SX^. aft^S^ HBC Taxol StandardCRED label )^§- PBSTS. 3^ 
*H ^ € ^ 50 ^#^i=f - PBST 4.5 ml^r anti.taxan rabbit AMgreen label) 50 
fd^ ^z\)-%-<*-§r zlf well # 50 fd^ ^SX^. Well^g: TBSTS. 4^i M) 

o]x} ^-SflS PBST*)] 1000«fl 3H«H well # 100 ^ ^JL 1 a]^ alfr^H'S 
^S^r. TBSTS. 4«i Aflaj$ ^ , 1 mg/ml£] pNPP -§-^^r ^ -f ^ 200 fd^ 

534. ^°fl^i ^fr^m & ^, EL ISA ^7l» ol-§-*H 414 nnHH ^JE» 

^3*H 690 nmolH^ #-4 ti^H ^^>^rf. 
<7i> (E> 

<72> *1*H tc^ 1^ ^5^3^ £ lo)l uj-E^t}. Bolus 

injection ^^A}^ ^^0]^.^ 100 %S *fl 7>-§-^--g- at^ 

<73> " 



^*l°l*-*r (Bioavailability, *) = 


AUC oral 


X 




x 100 




AUC iv 




D0SE oral 





<74> 



3 *HH AUC oral ^ AUC iv ^ £ ^^^f ^ area under the curve 

oH, D0SE iv ^ D0SE oral ^r ^^f-°} ^^^ a >a]^ sH^l^ 1=0^014. 
Taxol®-!: ^SL^ ^ J>- 4} *fl -g.^ ^pfl-A>A]<4 ta]^ nfl 6 .5 %<£ 

^ a^o]^^ ^-§-^<^ ^ ^H-g-^ 22.8 %SL 3.5«fl #7^1- 



<75> 



<76> 



<^aH] 2> 
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1 go|] 0.2 H-S 804 12 mg^j 41"^ ^7Hr ^ 40 r<M 

4.85 ml* ^7}tr if- Hf<y ^TlHEKHigh intensity ultrasonic processor, 

°1 3.5-^5.^1 ^ 711 cH, 600-Watt 3.^)3. 2£-# 3^sJ- ^ *ie)*H ^rM^M^ ^ 

^"71 <g*H uq. ^ « 0 >^ ^e|B}.^ ^.oj^j. E5]^s|^ 0.^1 5 00 ^ ( 
1 mgM^m Balb/c ^H^ofl ^^c^^^rf ^-g-f-o}^ 
SLS. ^ISt ti.^]-o]c 2 mg^- o]a];<§ ^ojj 200 id -§-*fl A]^l ^ 
31 30^- ^ ^ sr#^^€* ^tir He)7VHm^ -fMl 500 l mgM-f 

^)» ^^M*}^. ^-l-^Jfr 1 ( 2 , 4 ^oj)^. Sfl^H 

EL ISA *j^H ^ 2*lH iL<^cf. A>-g-tr ^^^>tb ^ ( 

4#sl^-^ 10 0g/*Hr-^)*r ^H-g-#* Tfl-^rS^. sj-#e]!H^a- 

H^7>^1^ ^AS. ^-f -§"§:£: 0.0 %S. ^ ^0.14 

, ^3.^- J=L3*> 0 l^£f $-8-*^tt «ol-g-#,8- 0.63 %3 ^7>^i4. 

<^aH 3> 

a^-irSll^l l g, H^|7>S1^ 1 gi). H€ 80 0.4 g-§: ^ ^ 40 °C3 7)-<gi?} 
^ ^-g-^ (oily solution)^ aflS^cJ-. -B-^-g-^ofl 24 mg^ 
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<82> ^-y] ^aH 1-4 4#^^-t# -S-^tF -H-^-g-^ 100 M (sf#Ej^ 

1 mgM-f^)# Balb/c 4^-^°fl (#=-J=o^). i§^d| 5 o £ ^ s 

W tiSo>olc 2 mg ^ o]a}-<* ^6fl 200 ^ °fl -g-*fl*l*l ^^S. ^f-^^-JL 30^: ^4 
^ sW^-i* -fHd-M 100 ^ (^S^I^Hl 1 mgM-f-i)* ^^M^nf. 

^ 1, 2, 4 ^ofl^. «M£ <M^58**. 

* 1^ ^ tfl*R>#^ ^ ^£.^4* RL ISA 

£ 3<*H JL<^th lofl^l A]~g-^ ^p^^A>tl: 5- 10 //g/p} 

^iJii^H *33M-g"§:-i: 3R>*}$4. 4#E)nHI^- -g-^ ^-g-ofl^- 
34- ^H-g-#^ 1.0 %s. 7]^ ^Hs-is- ^-g- 

34- 48*M-8-i>fr 9= 21.4 fts. ^7>*>s|t^. 

<83> <^A]^) 4> 

■¥-^^* ^e^M -^a]^i 14 ^ ^t!- -fH8-§-^ 100 

fjJL (4M^-i 1 mg/^-fi)t Balb/c *K-^°ll ^^tH^S^ (ic^M^-). ^-g-f- 
^•2-^-5. -*rH3.^ ti.5.p>o]j= o.5, 2 JEE^r 4 mg* 200 ^ 41 -g-^A]^ 

^ 2*$- syw^^l-ir -fH£-g-<2» 100 fd (^#21^ 1 mg/P^i) 

» ^^^SgrK ^#3= a}*. i > 2, 4 *l#*ij ^oflA) ^011 34^5] ^--t 

» EL ISA ^-^.S. £ 44H j£o^tf. <*X\d\} X 6\)^ ^ (5 xj- 
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#el!*-€ 10 ubM^W ^H-§-§:^: 3)^5!^. -g-^^r -Fh 

^.=.0.5. ^-f ^MH-g-^ 2.3 %S. ^5)^1 ^o.M-, 

<86> 1] 



4HiM=r i^l-ol-oj ( mg ) 




0 


2.3 


0.5 


31.1 


2 


41.9 


4 


104.4 



<87> <^X)c«j) 5> 

<88> ^^^r # ^ (everted sac)^- °l-g-tb 123 ^ ^ 

<89> S^(rhodamine) 123^ p-^^^Hl 3^ #^7> ^Sfljs)^ %cl£_ £<£b\# 
^^^o]nf. 3 (SD rat)« s)^*V ^ ^ # 3]^* s\^4r ^ 

2 cm H7lS ^ ^ $^3zZ\o] ^w. S M-^Si^- ^53^-. 

# ^ (everted sac)^: 10 /zg/ml^ 123^1 3.^-^7} ^#-§-^ 1 ml 

(Krebs-Ringer buffer, KRB solution, pH 6.4H ^ #db7 r ^-g-3L|^ 37 °C 

0 l^°fl 1 ^o_V il^H^cf (^S-JfU^). 200 10 //g/ral^ ^sL^ 

M-^v}o)±.$>\. io //g/ml^ St}*?] 123 o] £ ^ ^-g-«| lmH 3^ # 

^-g- 3^-^ 4&^-g-<aj 1 mil- ^ Q^&Z)*}^. ^«Sfl^r ^|*H 

S-^^l 123# £ 3^ il<^nf. i 2 3-§- #*HM ^. 

^4- S.i=f^l^ 0.95 fig/g£) ^ZS, ^ 4Hr€ ^ ^-^S.^- a.^pfo] ^ ^.g- 
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^4 3 % ^ 14.5 sfl^^H, tl^H^fe 123^1 4.5 «fl 

oo> <^aH1 6> # ^ (everted sac)* <>}■%-■%: ^vf-sl*!*^ 

%"t*lH^-. 123tfl^l 50 jug/ml^ ^-i^Al^- A>-g-tb 3# ^l^Kn^r #7] ^ 

*H 5^- ^ t^^r ^^M* °l-g-^r *<H^-8- *}$4. -shM^l^I* # 

^HH ^-f ^M^l^H 0.4 Mg/g$\ ^ES- # ^ fll 

*Hj= ^ 0.12 % ^ 3.3 Sfl^H, ^S.^- JL3.PHS.fe ^cfT?l 123^1 * 

28 all ^7H*#* ^ 
<92> <^i^H 7> 

<93> JiS-PH^ 4^ 

<94> 1. "g^^: 371^1 3^ *J|3£ 

<95> a7li| 4^^- *Ua*H ^-Sfl 300 100 g£) HPMC 2910, 700 ^> 

20 g£] PEG 6000, 1050 gS) 950 g*\ <>}*\)^r, 1050 g£) ofl^S. 
°l-8-*H 355 -500 w 3.7)4) ^-(sugar) °^}Mr *lJ= (seed)S. «H 
371S o)^}<^ si^S}^. 3.71^ 650 ~ 710 jwn^-S ^ 
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<96> 2] 





20 ■& 




28 "C 




23 1C 


^n 2 - ^I^Si setting 


30 




100 $ 




2 , 5 Him 




1.8 - 2.3 bar 




23 u 




32 TC 


Ut 1 ^7]^«y setting 


30 




D 




20 


7]<y-^7l-# 


0.5 bar/5 -fH? 


-rM? ^7H& 


5 -fMr/5 min 




2"C/5 min j 


Drying : 


30 j 




40 t; 




32 V | 


^ *71^^J setting 


40 i 



2. 7iis€ 4lH #3 a^. 



<98> 26.7 HPMC 2910, 200 3-4^*1*, 70 g^ JiS*}oli= , 5.3 g o] 

PEG 6000, 700 g^ #, 350 g£) 6^5, 500 g^ ofl^-^ ^^.ojj|. ^^j. 

^, *fl3^a 4^ 200g^l S^«>^tf. ol^Tll *\}^5i\o]& 3*3 € 3f^o^ 37l - 800 
1000 jwn^ ^sjol^ji s^^- ^ ^ 90 % o]rf. 

<"> 3. XJ*^ ^3) 3.^ 

<ioo> ^5.3 « o v^ *|]o^ ^6(1 ^e)^^ofa^ei}o]H ^11^ 3). 

-fV^s}^ (Eudragit)RS -ff^^! A}-g-^H ^3] 3^ 

-§• *}-$^. -fr£.eBl RS ^ -fV^^ NE^ -H^^^r g *>7] S3 5E 

<ioi> ^2}^ RS 100 . 
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<102> [3_ 3] 





■¥■711 (g) 


-a-s.^® 7%* 


-B-S.2l-^<8> 14%* 




800 


800 


-fK=LS}-3!<8> RS 100 


56 


112 




428 


856 




408 


816 




56 


112 




8.4 


16.8 




1,756.4 


2,712.8 



Eudragit NE 30 D 3.^ ^ . 



<104> [s 4] 







10%* 


-frs.*^® 20%* 




800 


800 


-B-JELel-^® NE 30 D 


266 


532 


* 


400 


800 




56 


112 




12 


24 




1,756.4 


2,268 



<105> <-fi*H 8> 

<106> -B-JS.^ RS 100# *]■%■■$: ^-^^ «.S^>o]c o) ^C^w.^ cZjftTQ. 

5L7°lH il<*1^4. -^-=^51 f-^ol 7 %o] ^ o. <^ 4 ^ 50 % <q oj.g. 

<108> <^A]<^] 9> 
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<i09> -fr^Zl NE 30 D« °l-g-^r w.S* r °l^ *]v$-zg Ji)-^ a_S.Jf b) <q ej=^i£ 

» 5.8^1 *| iL^T=h -fr-Be}-^ -f-^ol io %oi ^-f 2 Al^> 50 %°} ^=#o] 

*fcsS|fc -frS.^*^ 20 %tl 10Am ^4 ^ofls. 6f 20 % ifH 

<m> <>*JaH io> 

<H2> -fi-^«r3! RS 100^- °l-§-^ ^3.-^ lS4°lH2l X] wj- ^ 32)-^ o.S-^<£| 

f>}7] *!X\d\} 6^ RS 100^ 7% 3.^ ^#<>)1 ^7>^|$l HPMC 

2910(hydroxy propyl methyl cellulose 2910, d l*r ' ^1—^-^1 iES.^ nj]^ -Q^S.^ ' s)- 

^■&)» -n-^^ RS 100^ 7l§o.S 10, 20, 30, 40, 50 Sfl^s)^ 
^ ^7HH ^ HPMC* f-fhtF ^-S^-g- o]-§-§]-^ ^^^^-^t)-. ^-^ 

ii^M-^ ^^4^ 5E. 9^11 ufEftfl^cf. HPMC^ °<M ^7} ^-ofl iq-ej. 
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w o V ^^r ^ ^-^S.^ ti^.p>ol^^ ^^M^l ^^ol-g-^ ^71^ 

#7H^cf. 123^ ^ofl o^a} P- 

7 
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1] 

13^8- 2] 

*fl 1 ^°fl 7fl^l ^ Kg ^ 0.01 mg tfl*l 1 g£] ^JlS. a>-§-£]^ ^ms.^ 

[^^J- 3] 

[SSt 1 * 4] 

*» 3 ^ofl &<>H, ^7} *\^% *|]*fl7> X\ZL7} 37l^ 4^ *fl3^ 

5] 

1 SH^I, W3*M<=« -B-M^-AS. 
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6] 

*0 l ^1 &<>H, ^# ^ 5 ~ 60 £-3H ti^>oi^ -^-j: 

7] 

[^T 1 * 8] 
[^^% 9] 

*fl 1 9X^, ^r7) ^=#c] (Doxorubicin), 5Li^p«l4l 

(Daunorubicin), ^l-^^^l (Vinblastine), .^l3Lel^^ (Vincristine), ^B)^p>o]a1 d 
(Actinomycin D) , Sr#e1^€ (Paclitaxel), Eflq^Mc (Teniposide) , °flS.5EA}c>-|.= 
(Etoposide), 'M-ol-i-s.i^^ A (Cyclosporin A) , FK506, S.w>^b|-^ (Lovastatin), 
f^E}^^ E^rfo] (Terfendaine), ^JE^l-S- (AldosteroneO, ^ r °l^SSB|€: 
(Hydrocortisone), 3.*)^ (Cortisol), 3.7]3.^z])^ (Corticosterone) , 
(Dexamethasone) , 3E3|]e]s. (Domperidone) , #5. 31^1=. (Amprenavir) , <?1 e. 
(Indinavir), ^uj-tije. (Nelf inavir) , e)£.i-|- a l^- (Ritonavir), e. 
(Saquinavir), t^X} (Digoxin), (Quinidine), ^EHlB-i- (Ondansetron), 3.$] 
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2**1^ (Loperamide), S-A 9l (Colchicine), <>11 3 ^S*H 4! 

(Erythromycin), °lufl=^fl (Ivermectin), (Rifampin) ^ 123S 

io] 

A 1 ^] 91°]*], *&<&A2\ ^#-ir ^°l7l ^*>o| ^-g-S]^ ^-^S.^ tLS^W 

[$T^ 11] 
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iSL 1] 




0 2 4 6 8 

Al^ (AI2t) 

[51 2] 




Al^ (AI2H 
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3] 




0 2 4 6 8 



(Ala) 
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[5- 5] 
£ 5 



LH 

CO 
C\J 

oJ 

Li 
II 



4 

3 H 
2 
1 
0 



[S. 6] 

15 ■ 



E 

3 t 

IH 10 H 
-HO 

5 5 



4 



#^ U*}: 2003/7/18 




f>J 
5 

ur 



n-j 



5 
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IS. 7] 




0 2 4 6 8 10 12 



AIZJ- (Alej-) 

[£ 8] 




0 2 4 6 8 10 12 



Aiej- (Aiei) 
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15L 9] 




O 2 4 6 8 10 12 



AlZi- (AIZ1-) 
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